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(5) Any progestational drug product,
except as noted in paragraphs (d) and
(e)(4) of this section, that is not labeled
as required by this section and is either
introduced or delivered for introduc-
tion into interstate commerce, or held
for sale after shipment in interstate
commerce, is misbranded under section
502 of the Federal Food, Drug, and Cos-
metic Act. However, a progestational
drug product in the possession of a
wholesaler or retailer before December
12, 1978, is not misbranded if adequate
numbers of copies of the patient label-
ing are furnished to the wholesaler or
retailer to permit any retail purchaser
after that date to obtain such labeling
with the product. The requirement
that any progestational drug product
be dispensed with patient labeling, as
applied to physicians who dispense or
administer the drug, will not be effec-
tive for supplies in their possession on
the effective date, but will apply only
to supplies received thereafter.

(f) The Food and Drug Administra-
tion has available guideline patient la-
beling for progestational drug products
that includes information responsive to
all items specified in paragraph (b) of
this section. This labeling was pub-
lished in a separate notice appearing in
the FEDERAL REGISTER of January 12,
1989. Any person may rely on this la-
beling as complying with paragraph (b)
of this section.

(g) Holders of approved new drug ap-
plications for progestational drug prod-
ucts that are subject to the require-
ments of this section shall submit sup-
plements under § 314.70(c) of this chap-
ter to provide for the labeling required
by paragraph (a) of this section.

[43 FR 47181, Oct. 13, 1978, as amended at 46
FR 53657, Oct. 30, 1981; 54 FR 1163, Jan. 12,
1989]

§ 310.517 Labeling for oral hypo-
glycemic drugs of the sulfonylurea
class.

(a) The University Group Diabetes
Program clinical trial has reported an
association between the administration
of tolbutamide and increased cardio-
vascular mortality. The Food and Drug
Administration has concluded that this
reported association provides adequate
basis for a warning in the labeling. In
view of the similarities in chemical

structure and mode of action, the Food
and Drug Administration also believes
it is prudent from a safety standpoint
to consider that the possible increased
risk of cardiovascular mortality from
tolbutamide applies to all other
sulfonylurea drugs as well. Therefore,
the labeling for oral hypoglycemic
drugs of the sulfonylurea class shall in-
clude a warning concerning the pos-
sible increased risk of cardiovascular
mortality associated with such use, as
set forth in paragraph (b) of this sec-
tion.

(b) Labeling for oral hypoglycemic
drugs of the sulfonylurea class shall in-
clude in boldface type at the beginning
of the ‘‘Warnings’’ section of the label-
ing the following statement:

SPECIAL WARNING ON INCREASED RISK
OF CARDIOVASCULAR MORTALITY

The administration of oral hypoglycemic
drugs has been reported to be associated
with increased cardiovascular mortality as
compared to treatment with diet alone or
diet plus insulin. This warning is based on
the study conducted by the University Group
Diabetes Program (UGDP), a long-term pro-
spective clinical trial designed to evaluate
the effectiveness of glucose-lowering drugs
in preventing or delaying vascular complica-
tions in patients with non-insulin-dependent
diabetes. The study involved 823 patients
who were randomly assigned to one of four
treatment groups (Diabetes, 19 (supp. 2): 747–
830, 1970).

UGDP reported that patients treated for 5
to 8 years with diet plus a fixed dose of tol-
butamide (1.5 grams per day) had a rate of
cardiovascular mortality approximately 21⁄2
times that of patients treated with diet
alone. A significant increase in total mortal-
ity was not observed, but the use of tol-
butamide was discontinued based on the in-
crease in cardiovascular mortality, thus lim-
iting the opportunity for the study to show
an increase in overall mortality. Despite
controversy regarding the interpretation of
these results, the findings of the UGDP study
provide an adequate basis for this warning.
The patient should be informed of the poten-
tial risks and advantages of (name of drug)
and of alternative modes of therapy.

Although only one drug in the sulfonylurea
class (tolbutamide) was included in this
study, it is prudent from a safety standpoint
to consider that this warning may also apply
to other oral hypoglycemic drugs in this
class, in view of their close similarities in
mode of action and chemical structure.

[49 FR 14331, Apr. 11, 1984]
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